Gastric cancer, the fourth most common malignancy in this country, has an appalling prognosis (4/7% five year survival in the UK'). Earlier diagnosis at the stage of 'early gastric cancer' (carcinoma in which the depth of invasion is limited to the submucosal layer of the stomach on histological examination') has a much improved survival (70.4% at five years'). This has led to considerable interest in detecting early gastric cancer and any possible 'premalignant' gastric mucosal changes such as severe dysplasia and type 2B intestinal metaplasia (IM). Some means of improving the detection rate at routine endoscopy is thus desirable.
Confirming earlier studies,'4 a recent report'
showed that the levels of the enzymes lactic dehydrogenase and beta-glucuronidase in gastric juice were raised in patients with gastric cancer, including early gastric cancer. The study population was, however, a highly selected group of patients before surgery with a high proportion of cancer cases (42 out of 113 tested).
We have extended our study to an unselected group consisting of those patients presenting for routine diagnostic upper gastrointestinal endoscopy over a period of two years. The 'no biopsy' group either had endoscopically normal stomachs or mild gastritis and other pathology to explain their symptoms, hence no biopsy was taken.
Histological sections from 83 consecutive patients without carcinoma undergoing biopsy were also examined after staining by the high-iron diamine/ Alcian blue method' for the presence of sialomucin and sulphomucin containing intestinal metaplasia.
ENZYMES
The gastric washings were analysed for lactic dehydrogenase (after the method of Henry7 adapted for multiple analysis) and for beta-glucuronidase (Sigma kit 325), within one week, having been stored in small aliquots at -600C.
STATISTICAI ANALYSIS
One way analysis of variance was used to assess between group differences in enzyme level utilising data transformed to the cubed root to normalise the distribution.
Results
There were 30 cases of obvious advanced gastric cancer which were excluded because of the presence of large amounts of blood or food in the stomach. The mean age of the 445 patients (215 men) who were tested was 67.1 years (SD 11.6). The levels of both lactic dehydrogenase and beta-glucuronidase showed a marked positive skew in their distributions. In order to normalise distributions and also to make results comparable with those in the earlier study,' the sum of the cubed root of the lactic dehydrogenase level in IUll, and the cubed root of the betaglucuronidase level in IU/ml, was calculated to form an index which could be used as a test for gastric cancer. The mean index for patients with endoscopically normal stomachs (n=131) was 3-4 (SD 1b6 We have shown that 95-9% of the false positives had some degree of atrophic gastritis with or without intestinal metaplasia. There is growing acceptance of the concept of intestinal metaplasia, especially the sulphomucin variant, as a premalignant lesion: four of the 13 cases in our study with sulphomucin intestinal metaplasia were positive on this test. A more important premalignant lesion in the stomatch is severe dysplasia,'' and four of the five cases with severe dysplasia in our study were positive. An earlier study" found severe dysplasia in three out of 17 false positives, but not at all in 17 matched negatives. In the same study, sulphomucin intestinal metaplasia was found in eight of 17 false positives but only one of 17 matched negatives.
These findings suggest that the false positive group may be at increased risk of developing gastric cancer in the future. We propose to follow up this false positive group with periodic endoscopic surveillance, together with a matched group of negatives, when the true specificity of this test may increase.
In conclusion, the measurement of the enzymes lactic dehydrogenase and beta-glucuronidase in gastric wash samples could be a useful screening test for early gastric cancer in an endoscopy population.
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